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cyano, OH, N02 , etc.; R3 = heteroaryl; with provisos) were prepared as dual 
angiotensin II and endothelin receptor antagonists for treatment of 
hypertension and other diseases (no data) . Thus, 4 -BrC6H4CH20H was 
coupled with [2 - [ [ ( 4 , 5 -dimethyl -3 - isoxazolyl ) [(2- 
methoxyethoxy) methyl] amino] sulfonyl] phenyl] boronic acid to give 
N- (4 , 5 -dimethyl -3 - isoxazolyl ) -4 ' - (hydroxymethyl ) -N- [ (2 - 
methoxyethoxy) methyl] [1 , 1 ' -biphenyl] -2 -sul f onamide (66%). This was 
brominated to give the 4 1 -bromomethyl derivative (90%), reacted with 
2 -butyl- 1 , 3 -diazaspiro [4 . 4] non-1 -en-4 -one hydrochloride, and deprotected 
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PRIORITY APPLN . INFO . : 

OTHER SOURCE (S) : 
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AB Title compels . (I; Rl = specified oxoimidazolyl , pyridoimidazolyl , 

pyridylamino, triazolyl, quinol inyloxy , etc.; R2 = H, halo, CHO, alkyl, 
haloalkyl, cycloalkylalkyl , alkenyl, alkynyl, alkoxyalkyl , alkoxy, cyano, 
OH, N02 , etc.; R3 = heteroaryl ; with provisos), were prepared as dual 
angiotensin II and endothelin receptor antagonists (no data) . Thus, 
4-BrC6H4CH20H was coupled with [2 - [ [ (4 , 5-dimethyl -3 -isoxazolyl ) [(2- 
methoxyethoxy) methyl] amino] sulfonyl] phenyl] boronic acid to give 
N- (4 , 5-dimethyl-3-isoxazolyl) -4 ' - (hydroxymethyl ) -N- [ (2- 

methoxyethoxy) methyl] [1 , 1 1 -biphenyl] -2 -sulfonamide . This was brominated 
to give 4 ' -bromomethyl -N- ( 4 , 5-dimethyl -3 - isoxazolyl ) -N- [ ( 2 - 
methoxyethoxy) methyl] [ 1 , 1 1 -biphenyl ] -2 -sul fonamide, which reacted with 
2 -butyl -1, 3-diazaspiro [4 .4] non-1 -en-4 -one hydrochloride followed by 
deprotection to give 4 '-[ (2 -butyl -4 -oxo- 1 , 3-diazaspiro [4 .4] non-l-en-3- 
yl) methyl] -N- (4 , 5 -dimethyl -3 - isoxazolyl ) [1,1' -biphenyl] -2 -sul fonamide . 
IT 254738-00-6P 254738-10-8P 254738-11-9P 
254738-85-7P 254738-86-8P 254738-89-1P 

254738- 90-4P 254738-91-5P 254739-03-2P 

254739- 09-8P 254739-10-1P 254739-11-2P 
254739-12-3P 254739-13-4P 254739-14-5P 
254739-15-6P 254739-16-7P 254739-17-8P 
254739-18-9P 254739-19-0P 254739-20-3P 
254739-21-4P 254739-22-5P 254739-23-6P 
254739-24-7P 254739-25-8P 254739-26-9P 
254739-27-0P 254739-28-1P 254739-29-2P 
254739-30-5P 254739-31-6P 254739-32-7P 
254739-39-4P 254739-42-9P 254739-44-lP 
254739-45-2P 254739-46-3P 254739-47-4P 
254739-48-5P 254739-49-6P 254739-50-9P 
254739-51-0P 254739-54-3P 254739-55-4P 

254739- 56-5P 254739-57-6P 254739-98-5P 

254740- 03-9P 254740-04-0P 254740-44-8P 

254741- 20-3P 254741-22-5P 254741-27-0P 
254741-28-1P 254741-30-5P 254741-42-9P 
254741-50-9P 254741-52-1P 254741-54-3P 
254741-56-5P 254741-58-7P 254741-60-1P 
254741-62-3P 254741-64-5P 254741-66-7P 
254741-68-9P 254741-70-3P 254741-72-5P 
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N- [ [2 1 - [ [ (3 , 4 -dimethyl -5- isoxazolyl ) amino] sulfonyl] [1,1'- 
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(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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yl] methyl] -N- [ (IS) -2-methyl-l- [ (methylammo) carbonyl ] propyl ] - (9CI) (CA 
INDEX NAME) 
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f 10672572 


1 Not \ 
Ij Issued : 


030 


i09/26/2063;!BlPHENYL SULFONAMIDES AS DUAL ANGIOTENSI 
ijANTAGONISTS 


A 09737201 


116638937; 

:? ■ 


150 


1 12/14/2000! 


BIPHENYL ^ SULFONAMIDES -AS DUAL'aNgBtInSI 
ANTAGONISTS 


09643640 


I Not 
:j Issued ; 


168 , 


08/2272000! 


BIPHENYL SULFONA 
ANTAGONISTS 


f'09552543 


•16673824 

it: ** • •• . .:•:::: 
:,;L:;: : .,:.,,:,:7.v:.i,!i 


150 


104/19/2000! 


PHENYL SULFONAMIDE ENDO'1'1 IELIN ANTAGONL 


[69513779 


| Not ;| 
ij Issued 


168 ! 


|02/25/2000!jBIPHENYL SULFONAMIDES AS DUAL ANGIOTENSI 
!|ANTAGONTSTS 
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http://EXPOWEB 1 : 8002/cgi-biiVexpo/hivhif . .AM=Natesan&action=FAM_NAM&action<jlV_N 



\ 09488506 ; 


16271248: 

I. . 

[:,::■..■,■ 


! 1 50 


!U 1/20 '2000; 


jSUBSTITUTED BIPHENYSULFON AMIDE ENDOTl IE! 


[ 0948 11 97 : 


j Not j 
j Issued \ 


168 


ioi/i 1/2066; 


BIPHENYL SUI FONAMIDES AS DUAL ANGIOI ENSI 
ANTAGONISTS 


[''09464037 


! Issued :• 


168 ' 


[l2/1 5/1999] 


I'bTpfi'en'ylsulfo^ 
antagonists 


! 09345392 j 


j Not I 
Issued ; 


168 


07/01/1999 


bTphenyl 
antagonists 


f 09172349 : 


; Not 
Issued i 


•161 


10' 14 1998; 


[prodrugs 0^ 

: . • • • • . ' • 




|OUHJ>ZO J: 

i 

: i 
; ! 




in 1 /97/1 qqr; 


PTsJDOTRPT 1AF A NTT A nfYNJT<sT<s XT IT9' IT $A S HTM PTP^ 

DJN U\J 1 fl C/Lvl IN M. IN 1 /-VOW IN 1.0 1 O. L\-[[Z -[[ |*+, J-UlivlIZ 1 n 

AMINO]SULFONYL]-4- {2-OXAZOLYL)[ 1 , 1 '-BIPHENY 
TRIMETHYLBUTANAMIDE AND 
N-{4,5-DIMETHYL-3-ISOXAZOLYL}-2-[{3,3-DIMETH 


T 68821503 i 


5939446! 


150 


103/2 1/1997= 


HET EROARYL SUStTtUTED PHEN YL ISOXT^OLE S 
ANTAGONISTS . 


68810777 


5846985 


150 


(03/6^19971 


SI BSTITl JTED Bl PH F.NYL ISOXAZOurSui JON AMI 


0S799616 


5846990 


150 


02/13/1997; 


SUBSTITUTED ^ BIPHENYL ISOXA 


1" 08762547 


5827869 

j 

: 


150 


12/09/1996 


SUBSTITUTED BIPHENYL ISOXAZOLE SULFONAMl 


['08754715 


Not . 
Issued 


168 


1 1/21/1996; 


SUBSTITUTED BIPHENYL ISOXAZOLE 


08728238 


6080774; 


150 


! 10/08/ 1996; 


SUBSTITUTED BIPHENYLSULFON AMIDE ENDOTH1 


['08692869 


5780473 


150 


07/25 1996; 


SUBSTITUTE 


08603975 


Not | 
Issued 


166 | 


02/26/1996] 


SUBSTITUTED 


['08587076 


NOT ; 

Issued ; 


168 


01/16/1996; 


SUBSTITUTED BIPHENYl] ^ SU|'[fONAMIDE ENDOTH 


!R)8584767~~] 


6107320 


150 : 


Ol7lT7l996] 


PHENYL SULFONAMIDE ENDOTHELIN ANTAGONI! 


! 0849333 1 


Not : 
Issued I 


7o8 


()7 ; 24'/ ; l"995: 


S 1 1 B S I I I U ; T E D B i PI i 1 { N Y 1. 1 SO X AZO 1 A: S I l[l ; ()N AMl 


1 68487358 1 

! i 

L............. : 


5612359: 


150 | 


06/07/ 1995;|SUBSTITUTED BIPHENYL ISOXAZOLE SULFONAMl 


[" 08384066 ' 

1 : V. : Vil 


>760038[ 


150 


02/06/ 1 99 5 ; | S I J BS TIT UT E D B I P HRN L FO N A M 1 D E EN DOT H 


["08368285 1 


Not 1 
Issued ; 


164 | 


6T/647T995i|sUBS l i ru rED bifhenyl isoxazole sijlfonami 


! 08297187 ! 


Not \ 
Issued 1 


164 ~: 


08/20/19^)4 isUBS I lTi;Tia.) BIPllIiNYL IS()XAZ()Li; SULFONAMl 
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08146262 


5514696 

i \ 


150 


1 1 0/29/ 1 993 ! jPHEN YI . SULFONAMIDE ENDOTHELI N AN'I AGONIJ 

ij ij 


!''08092l66 


15378715 


[l50 


|07n5/1993 : SULl : X)NAMIDE ENDOrilELlN AN I AGONISTS 


08041583 


Not 




04/13/1993 PHENYL SULFONAMIDE ENDOTHELIN ANTAGONIJ 




j Issued i 






\ 08021410 


\ Not 
1 Issued 


161 


102/23/1 993iiPHENYL SULFONAMIDE ENDOTHEL1N ANTAGONH 

I:::::'::::::::--:- : : :i i ; :'• V:;::;:::::':/:: - : ' : :': V: ! : ! . .': ' : -' 

: j :■: :■: ;•: :•: :•: :•; :■: y x :■: ;•: ;•: y x ;| \< :•; :•: ;•: v : : :•: :•: :•; ;•: : : :•: :•: :•: :': : : :•: :•: :•: :'. V. y y :•: x :•: :•: x x :•! :•: :•: :•: x :•! y. :•: y :•: :': :•: :•: i! :■: xxii x x x x x >i : :x x x x x x x x y y y y y ■': ': 


07998246 


j Not 
1 Issued ! 


"l68 


101/25/1 993 lisUL^ 


['7)7993562' 


!5420'l23; 

I ■ ■■. i 


150 


[i2/2l7l992:|bTBENz6D 


07879000 


| Not j 
1 Issued 


164 


05/06/1992 PHENYL SULFONAMIDE ENDOTHELIN ANTAGONIJ 


\ 07840496 


1 Not \ 
\ Issued U 


161 


|02 24, 1002 ISULFONAMIDE ENDOTHELIN ANTAGONISTS 

| : 'xx- • -J • xx-' :•::• x xx x-lxx x '■: y x y y y y '. : yyyyyy y y y vy ^ •/ : I : ?i :I| U 5 :If ]:[ J.f 0 i:j E;i p: i:j E - : r ; rl: :_: El: r.= . : := jlr :;f :I: 


07665505 


Not 
| Issued j 


161 


|03/06/l 991 iiHERBICIDAL DERIVATIVES OF NITROGEN-CONTA] 
j| ACETIC ACIDS 


[ 07540653 


15149357! 


150 


06/ 19/1 990; [HERB 


f 07482118 


| Not | 
j Issued \ 


161 


102/20/ 1990 : |DTMETHOXYPY 

: \\ 
: 

: 


\ 07212856 


4855480: 


150 


06 29/1988 ;BENZYLAMINOOXYMETHYL METHYLPROPANOIC 


1 07109804 4929751 1 150 ! j 0/ 1 9/ 1 987li VIN Yl[ TR IC A R BON Y 1 . COM Pf )i :NnS; A M H M I THOr 

1 j| 1 I 1 
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